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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
fortli in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 4/28/06 
has been entered. 

Claims 15-18 and 47-50 are pending In this application. Claims 1-14 and 19-46 
were cancelled by Applicant in the communication filed 12/20/2004. 

Objection to the Specification/Drawings 
Compliance witti Sequence Rules 

This application contains sequence disclosures that are encompassed by the 
definitions for nucleotide and/or amino acid sequences set forth in 37 CFR 1 .821 (a)(1 ) 
and (a)(2). However, this application fails to comply with the requirements of 37 
CFR 1 .821 through 1 .825 for the following reason(s). Applicant's attention is directed 
to the final rule making notice published at 55 FR 18230 (May 1 , 1990), and 1 114 OG 
29 (May 1 5, 1 990). If the effective filing date is on or after July 1 , 1998, see the final 
rulemaking notice published at 63 FR 29620 (June 1 , 1998) and 121 1 OG 82 (June 23, 
1998). Fig. 9 contains a nucleotide sequences in excess of 9 bases that is not 
accompanied by a SEQ ID NO. If this sequence Is listed In the cun'ent Sequence. . . 
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Listing, then the specification should be amended to include the appropriate SEQ ID NO 
in either the Fig. Or in the brief description thereof in the specification. If the sequence 
is not in the current Sequence Listing, then Applicant must provide: 

A substitute computer readable form (CRF) copy of the "Sequence Listing". 

A substitute paper copy of the "Sequence Listing", as well as an amendment 
directing its entry into the specification. 

A statement that the content of the paper and computer readable copies are the 
same and, where applicable, include no new matter, as required by 37 C.F.R. 1 .821(e) 
or 1 .821 (f) or 1 .821 (g) or 1 .825(b) or 1 .825(d). 

Claim Objections 

Claims 17 and 18 are objected to because they contain underlining between the 
words "GATA" and "binding", indicating an amendment, but are in fact not amended. 

Claim Rejections - 35 USC §112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 15. 17, 18, and 47-50 are rejected under 35 U.S.C. 112, second 

paragraph, as being indefinite for failing to particularly point out and distinctly claim the 

subject matter which applicant regards as the invention. 
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Claims 15, 17, 18, and 47-50 are indefinite because it is unclear whether binding 
to exon-1 in a human CCR3 gene is intended to be a characteristic of the recited 
inhibitor, the recited transcription factors, or both. 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of canying out his invention. 

Written Description 
Claims 15-18 and 47-50 stand rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. This is a written description 
rejection. 

Claims 1 5-18 are drawn to a method of regulating expression of CCR3 
comprising providing to a human cell an inhibitor of a transcription factor that binds at 
exon-1 in a CCR3 gene (claim 15); wherein the inhibitor binds at a GATA binding site in 
exon 1 (claim 16); wherein the GATA binding site comprises SEQ ID NO: 16 (claim 17); 
or at least one of SEQ ID NO: 17, 18 or 19 (claim 18); wherein the cell is an eosinophil 
(claim 47); wherein the inhibitor inhibits binding of at least one of GATA-1 , 2, 3, C/EBP 
or AML-1a to exon 1 (claim 48); and to the method of claim 15 regulating at least one of 
CCR3 gene stability or levels of mRNA (claim 49); and to a method of regulating . _ 
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expression of CCR3 comprising providing to a human cell an inhibitor of a transcription 
factor that binds at a GATA binding site selected from the group consisting of SEQ ID 
NO: 16, 17, 18 and 19 and combinations thereof, in exon 1 in a CCR3 gene (claim 50). 

Claims 15-18 and 47-49 read broadly on methods of treatment that require an 
extremely broad genus of biological molecules that are any inhibitors of any 
transcription factor (or of those listed in claim 48), that binds at exon 1 in a CCR3 gene. 
As claimed, although the method is required to be performed in a human cell, "exon 1 in 
a CCR3 gene" is not limited to the human gene and reads on any CCR3 gene from any 
source including transgenes and recombinant genes. Claim 50 reads broadly on 
methods of treatment that require an extremely broad genus of biological molecules that 
are any inhibitor of any transcription factor that binds at a GATA binding site. 

The specification discloses nucleotide sequences (exons of CCR3) and 
functional characterization of said sequences including demonstration of promoter 
activity in untranslated exon 1 by expression assay using deletion constructs and 
competitive binding assays. The specification does not disclose or provide any 
examples of inhibitors of transcription factors that bind to a combination of GATA 
binding sites that are some combination of the SEQ ID NOs: listed in claims 18 or 50. 

The specification discloses in vitro binding assays in which anti-GATA 1 , 2, or 3 
antibodies are used to inhibit binding of GATA 1 , 2, or 3 to a probe representing a 
CCR3 exon 1 sequence. However, the nature of these antibodies is not disclosed (i.e. 
whether or not they are specific monoclonal antibodies or polyclonal sera), and it is not 
clear that they are members of the genus of inhibitors of GATA 1. 2, . or 3 transcription 
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factors for at least two reasons. First it is not clear whether or not the claimed inhibitors 
must bind to exon-1 , or whether the genus also includes inhibitors that bind to the 
transcription factors. Second, the genus of inhibitors must be limited to those inhibitors 
that are capable of providing inhibition function in a human cell that is capable of 
expressing CCR3, i.e. an intact human cell. Transcription factors are nuclear proteins, 
and it is not clear that one can deliver an antibody to the nucleus of an intact human cell 
and achieve target binding and subsequent inhibition. The specification provides no 
guidance in this regard, and discloses no other example of anything that could be 
construed as an inhibitor of a GATA 1 , 2, or 3 transcription factor. As a result, the 
specification does not disclose a representative number of species of the claimed genus 
by reduction to practice or structural description. Furthemnore, the specification fails to 
disclose relevant identifying characteristics of the members of the claimed genus such 
as a known correlation between structure and function that is common to the members 
of the claimed genus. This disclosure is not sufficient to convey to one of skill in the art 
that Applicant was in possession of the claimed genus at the time of the invention. 

Enablement 

Claims 15-18 and 47-50 stand rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and/or use 
the invention. In the instant case, the specification does not enablis the . claimed method 
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for regulating expression of CCR3 in a human cell, which embraces a method of 
treatment in a human. 

The following factors as enumerated In re Wands, 858 F.2d 731 , 737, 8 USPQ2d 
1400, 1404 (Fed. Cir. 1988), are considered when making a determination that a 
disclosure is not enabling: the breadth of the claims, the nature of the invention, the 
state of the prior art, the level of ordinary skill in the art, the level of predictability in the 
art, the amount of direction provided by the inventor, the existence of working examples 
and the quantity of experimentation needed to make the invention based on the content 
of the disclosure. 

Claims 15-18 and 47-50 are drawn to a method for regulating expression of 
CCR3 in a human cell, the full breadth of which is described above. Each of these 
claims reads broadly on a method of treatment. The specification, however, provides 
no support for a method of treatment. There is no disclosure that would allow the skilled 
artisan to envision what specific compounds would be required to practice the instant 
invention that would be embraced by the metes and bounds of a treatment that is a 
method regulating expression of CCR3 in a human cell. The specification discloses 
nucleotide sequences (exons of CCR3) and functional, characterization of said 
sequences including demonstration of promoter activity in CCR3 untranslated exon 1 by 
expression assay using deletion constmcts and the potential for transcription factors to 
bind said sequences using competitive binding assays. These results provide the 
informational starting point for a series of experiments that could be performed to fully 
characterize the functional role of the disclosed nucleotide sequence on CCR3 
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expression and the effects of this function in cells and organisms. The results of this 
characterization would then provide the informational basis for a further series of 
experiments that could determine what particular compounds, drawn from broad genera 
of compounds, would be required to provide a method of regulating expression of CCR3 
in human cells, as claimed. Therefore, applicant has only provided an invitation for 
further experimentation, since the specification is merely prophetic and provides no 
guidance for detennining how the skilled artisan would practice the instantly claimed 
method. 

The breadth of the claims is so broad that one skilled in the art, in order to make 
and use the invention as claimed, would be required to carry out an undue quantity of 
de novo, trial and error experimentation to determine what specific inhibitors of a 
transcription factor that binds a CCR3 exon 1 or a GATA binding site in exon 1 of a 
CCR3 gene, will function in the method as claimed. To practice the method of the 
instant invention, one skilled In the art would have to determine which of any of a 
broadly drawn genus of inhibitors of transcription factors, as above, could provide a 
specific regulation of the expression of CCR3 in a human cell. 

The state of the art recognizes broad classes of compounds that are grouped by 
the functional effect on gene expression temned transcription factors (including multiple 
unrelated proteins), that not all transcription factors bind DNA (some bind other 
transcription factors) and that not all transcription factors regulate expression of a gene 
upon binding to DNA. 
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There is a high degree of unpredictability in the art of in vivo gene regulation and 
providing a treatment for a disease via the function regulating gene expression. In one 
embodiment, the method of regulating gene expression as claimed relies on an inhibitor 
of a transcription factor that binds exon 1 of the CCR3 gene and will function, to 
regulate expression of CCR3 in a human cell. Applicant has not provided such an 
inhibitor that will function to specifically regulate the expression of CCR3 gene in a 
human cell wherein the inhibitor is as claimed. While Applicant is not required to 
disclose that which is well known in the art, there is an obligation to disclose critical 
elements of the invention as well as how to use these elements. In Genentech, Inc, v 
Novo Nordisk A/S, the court found that when the specification omits any specific starting 
material required to practice an invention, or the conditions under which a process can 
be carried out, there is a failure to meet the enablement requirement. See 42 USPQ2d 
1001. 

it is true, as Genentech argues, that a specification need not disclose what is well known 
in the art. See, e.g., Hvbritech Inc. v. Monoclonal Antibodies, Inc. , 802 F.2d 1367, 1385, 
231 USPQ 81 , 94 (Fed. Cir. 1986). However, that general, oft-repeated statement is 
merely a rule of supplementation, not a substitute for a basic enabling disclosure. It 
means that the omission of minor details does not cause a specification to fail to meet the 
enablement requirement. However, when there is no disclosure of any specific starting 
material or of any of the conditions under which a process can be carried out, undue 
experimentation is required; there is a failure to meet the enablement requirement that 
cannot be rectified by asserting that all the disclosure related to the process is within the 
skill of the art. It is the specification, not the knowledge of one skilled in the art, that must 
supply the novel aspects of an invention in order to constitute adequate enablement. 
This specification provides only a starting point, a direction for further research. 



In this case, inhibitors of GATA 1 , 2, and/or 3 that can function by binding to GATA 
binding sites inside the nucleus of an intact cell are critical elements of the invention, not 
minor details that can be overlooked in the process of providing an enabling disclosure. - 
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Although the specification discloses at page 27 the antibody interference assays in 
which antibodies bind to GATA transcription factors, thereby inhibiting their activity, the 
nature of these antibodies is not disclosed. It is not clear if they are nfionoclonal 
antibodies, or polyclonal antisera, and it is not clear that one of skill in the art could 
reasonably expect to develop such antibodies without undue experimentation. In any 
event, the specification provides no guidance as to how to deliver such antibodies to the 
nucleus of an intact human cell, particularly in vivo. 

Therefore, based on the nature of the invention as a method of regulating gene 
expression in a human cell, which reads on a treatment, the degree of unpredictability in 
the art, the breadth of the claimed method, the lack of guidance as to what particular 
species of compounds from within genus of inhibitors of transcription factors would be 
required to practice the method as claimed, the need to screen multiple species of 
compounds from multiple undefined genera that would allow identification of particular 
inhibitors of transcription factors as functional within the method as claimed and the 
quantity of de novo trial and error experimentation necessary to discover the above, an 
undue amount of experimentation would be required in order to practice the method of 
treatment as claimed. Therefore, the inventors have not enabled one skilled in the art 
perform the method of the claimed invention. 

Response to Arguments 

Applicant's arguments filed 2/28/06 and 4/28/06 have been fully considered but 
they are not persuasive. 
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Applicant argues at page 4 of the response tliat the claims as amended recite 
specific inhibition of GATA1 , 2, and/or 3 transcription factor and limit binding in a CCR3 
gene. This argument does not address the fact that the specification as filed fails to 
disclose any inhibitors of a GATA1 , 2, and/or 3 transcription factor by reduction to 
practice, structural description or relevant identifying characteristics. Nor does it 
address the wands factors discussed above in the determination of a lack of 
enablement, or the failure to disclose a critical material required for the invention (the 
inhibitor). For these reasons the rejection is maintained. 

Claim Rejections - 35 USC § 102 or 35 USC § 103 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary sl<ill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 15 and 48-50 are rejected under 35 U.S.C. 102(b) or 35 USC 103(a) as 
being anticipated by or obvious over Melotti et al. 1996 (P.N.A.S. Vol., 93, pp. 5313- 
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Melotti et al. disclose a method of inhibiting the expression of GATA-2 in human 
cells (embryonic stem cells) using an antisense construct targeted to GATA-2 mRNA 
(abstract; col. 1, pg. 5317). To the extent that the antisense of Melotti inhibits 
expression of GATA-2, it inhibits GATA-2 activity, so the method disclosed by Melotti et 
al. anticipates the method claimed in the instant application because it provides to a 
human cell an inhibitor of a transcription factor that binds at exon-1 in a CCR3 gene. 

Therefore, the prior art method meets all of the instant claim limitations and is a 
method of regulating expression of CCR3, absent evidence to the contrary. See, for 
example, MPEP § 21 12, which states "[w]here applicant claims a composition in terms 
of a function, property or characteristic and the composition of the prior art is the same 
as that of the claim but the function is not explicitly disclosed by the reference, the 
examiner may make a rejection under both 35 U.S.C. 102 and 103, expressed as a 
102/103 rejection. There is nothing inconsistent in concurrent rejections for 
obviousness under 35 U.S.C. 103 and for anticipation under 35 U.S.C. 102.' In re Best, 
562 F.2d 1252, 1255 n.4, 195 USPQ 430, 433 n.4 (CCPA 1977). This same rationale 
should also apply to product, apparatus, and process claims claimed in terms of 
function, property or characteristic. Therefore, a 35 U.S.C. 102/103 rejection is 
appropriate for these types of claims as well as for composition claims. 

Response to Arguments 

Applicant's arguments filed 2/28/06 and 4/28/06 have been fully considered but 
they are not persuasive. 
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Applicant argues at page 4 of the response that Melotti's disclosure of a GATA-2 
knock out is not an inhibition as used in Applicant's method. Applicant asserts that the 
claimed method requires inhibition of a transcription factor that is present and remains 
active, and that Melotti removes the transcription factor altogether. This is unpersuasive 
because Applicant has not pointed to what claim limitations Melotti fails to meet. Melotti 
teaches inhibition of GATA-2 expression. Absent evidence to the contrary this leads to 
a decrease in GATA-2 expression relative to that which would be observed in the 
absence of the antisense. This is equivalent to inhibiting GATA-2. Absent evidence to 
the contrary, this regulates expression of CCR3. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Richard Schnizer, whose telephone number is 571- 
272-0762. The examiner can normally be reached Monday through Friday between the 
hours of 6:00 AM and 3:30. The examiner is off on alternate Fridays, but is sometimes 
in the office anyway. 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
supervisor, Peter Paras, can be reached at (571) 272-4517. The official central fax 
number is 571-273-8300. Any inquiry of a general nature or relating to the status of 
this application or proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
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provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 




Richard Schnizer, Ph.D. 
Primary Examiner 
Art Unit 1635 



